Abstract: Novel 1-[6-(p-tolyl) pyridazin-3-yl]pyrazole-o-aminonitriles (3a-c) were formed using 3-hydrazino-6-(p-tolyl)pyridazine (2) and ketene S,S-acetals (1a), S,Nacetals (1b) or tetracyanoethylene (1c). The pyrazole-o-aminonitriles (3a-c) were in turn used as precursors for the preparation of previously unreported 1-[6-(p-tolyl)-pyridazin-3-yl]pyrazolo [3,4-d] 
Introduction
Pyrazolo [3,4-d] pyrimidines are of considerable chemical and pharmacological importance as purine analogs [1] [2] [3] . Various compounds with related structures also possess anti-tumor and antileukemia activities [4, 5] . On the other hand, substituted pyridazines are often used in medicine thanks to their pronounced bactericidal and fungicidal effects [6] . As a continuation of our work on azoloazines [7] , we aimed to incorporate the pyridazine moiety into the 1-position of the pyrazolo [3,4-d] pyrimidine ring system to thus obtain a new heterocyclic system which is expected to possess notable chemical and pharmacological activities.
Results and Discussion
The key pyrazole-o-aminonitrile precursors (3a-c) were prepared by the reaction of 3-hydrazino-6-(p-tolyl)pyridazine (2) [8] with ketene S,S-and S,N-acetals (1a,b) which were prepared using Phase Transfer Catalysis (PTC) [9] , or tetracyanoethylene (1c).
Scheme 1
The reaction sequence shown in Scheme 1 yielded only one product (3) instead of a mixture of the two possible isomeric pyrazole-o-aminonitriles 3 and 4. This fact was confirmed by the several strategies. First, by using the technique of Hecht et al. [10] , who found it was possible to differentiate between the isomeric pyrazoles 5 and 6 based on their different reactivity; thus, treatment of 6 with acetic anhydride in pyridine at room temperature afforded the corresponding Nacetyl derivative, but pyrazole 5 did not form the corresponding derivative under the same conditions, although it did form at 50-60 o C (Scheme 2). By analogy with the results of Hecht et al, when our product was treated with acetic anhydride, it formed the corresponding acetyl derivative only at higher temperatures and not at room temperature, due to the electronic and steric factors of the substituents (Ar and CN). Secondly, only one spot was obtained in TLC. Third, the structure of the product was identified as that of 3 on the basis of the X-ray crystal structure analysis, which confirmed the substituted nitrogen of the pyrazole ring is adjacent to the amino group (Figure 1) . Finally, the structural assignment of 3 was also based on spectral evidence (IR, 1 H-NMR, 13 C-NMR and Mass spectrometry, while COSY-2D experiments indicated the (C-H) and (H-H) correlations).
Scheme 2

Fig. 1 Single-crystal X-ray analysis. ORTEP view of 3a
showing the atom numbering scheme,
The above mentioned pyrazoles were used as intermediates for the synthesis of new pyrazolo [3,4-d] pyrimidines because they contain the ß-enaminonitrile moiety which is well known to be highly reactive. Thus, condensation of 3a-c with triethylorthoformate in refluxing acetic anhydride afforded the intermediate ethoxymethyleneamino derivatives (7a-c) (Scheme 3), which were isolated and used without purification in the next step. Treatment of 7a-c with cold aqueous alcoholic ammonia yielded 4-aminopyrazolo [3,4-d] pyrimidines (8a-c). The IR spectrum of 8a,b displayed no absorption for the cyano group. We also attempted a direct synthesis of compounds 8a-c by treating pyrazoles 3a-c with formamide. When cooled compounds 7a-c were stirred with hydrazine hydrate in ethanol and then warmed to room temperature for 6h, they yielded 5-amino-4-iminopyrazolo[3,4-d]-pyrimidines (9a-c) in good yield. The proposed structures for the products 9a-c were supported by their elemental analysis and spectral data (see Experimental).
The imidates 7a-c gave 2-arylpyrazolo[3,4-d]-1,2,4-triazolo[5,1-f] pyrimidine systems (10-12) when reacted with 2-furancarboxylic acid hydrazide, 2-thiophenecarboxylic acid hydrazide and 4-pyridinecarboxylic acid hydrazide, respectively. The structures of the reaction products were assigned based on correct elemental analysis and spectral data (for example, the IR spectrum shows the absence of nitrile and amino bands, while the 1 H-NMR spectrum shows the signals of hydrogen atoms respectively characteristic of the aryl moiety in 2-position).
Scheme 3
The pyrazole derivatives 3a-c undergo cyclization to afford several other new pyrazolo [3,4-d] pyrimidines (13-20) when reacted with formic acid, carbon disulfide, phenylisocyanate, phenylisothiocyanate, urea, thiourea and guanidine respectively. The structures of the synthesized compounds were established by elemental analysis and spectral data. (see Experimental). 
Conclusions
We have presented various methods for synthesis of novel pyrazolo [3,4-d] pyrimidines with a pyridazine moiety at the1-position.
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Experimental
General
Melting points were determined on a Reichert hot stage microscope and are uncorrected. IR spectra were measured with a Nicolet Magna 520 instrument, using potassium bromide and results are given in cm . The X-ray structure was determined using a NONIUS Kappa Diffractomer. Suitable crystals were grown by slow crystallization from ethanol.
General Procedure for the Preparation of 5-Amino
To a cold solution of hydrazine 2 (2.0g , 10 mmol) in methanol (100 mL) was added 1 (10 mmol). The reaction mixtures were then stirred at room temperature for 3-6h, left overnight, then the solvent was evaporated and the residue recrystallized from a suitable solvent. 
5-Amino
5-Amino-1-[6-(p-tolyl)pyridazin-3-yl]-pyrazole-3,4-dicarbonitrile (3c
General Procedure for Preparation of 5-Methoxymethyleneamino-3-substituted-1-[6-(p-tolyl)-pyridazin-3-yl]-pyrazole-4-carbonitrilse (7a-c).
A mixture of pyrazole-o-aminonitriles 3a-c (10 mmol), triethylorthoformate (3mL) and acetic anhydride (3 mL) was refluxed for 6h. The solvent was removed under reduced pressure and the resulting solid was recrystalized from ethanol.
5-Methoxymethyleneamino-3-methylthio-1-[6-(p-tolyl)pyridazin-3-yl]-pyrazole-4-carbonitrile (7a).
Yield: 75 %; white solid, mp 132 o C ; IR ν max cm 
5-Methoxymethyleneamino-3-N-phenylamino-1-[6-(p-tolyl)pyridazin-3-yl]-pyrazole-4-ylcarbonitrile (7b).
Yield: 61 %; white solid, mp 230 o C; IR: ν max cm 
5-Methoxymethyleneamino-1-[6-(p-tolyl)pyridazin-3-yl]-pyrazole-3,4-yl-dicarbonitrile (7c).
Yield: 66% yield; white solid, mp 209-210 o C; IR ν max cm 
General procedure for the Preparation of 3-Substituted-1-[6-(p-tolyl)pyridazin-3-yl]-pyrazolo[3,4-d]pyrimidine-4-amines (8a-c).
Methanimidates 7a-c (3 mmol) were added to methanol (20 mL) saturated with ammonia at 0 o C for 1h, warmed to room temperature and the reaction mixture stirred for 6h. The solid which precipitated was collected and recrystallized from an appropriate solvent.
3-Methylthio-1-[6-(p-tolyl)pyridazin-3-yl]pyrazolo[3,4-d]pyrimidine-4-amine (8a).
Yield: 81 %; pale yellow solid, mp 275 o C (from n-BuOH); IR ν max cm 
4-Amino-1-[6-(p-tolyl)pyridazin-3-yl]pyrazolo[3,4-d]pyrimidine-3-carbonitrile (8c).
Yield: 65 %; yellow crystals, mp >320 o C (from EtOH); IR ν max cm 
General Procedure for the Preparation of 4-imino-3-substituted-1-[6-(p-tolyl)pyridazin-3-yl]-4,5-dihydropyrazolo[3,4-d]-pyrimidine-5-amines (9a-c).
To a well stirred cold solution of methanimidate 7a-c (20 mmol) in ethanol (10 mL), 99 % hydrazine hydrate (3 mL) was added over 2h, then the mixture was stirred at room temperature for 6h and left overnight. The solid that precipitated was filtered off and purified by passage though a column of silica gel with cyclohexane -ethyl acetate (1:1) as eluent. [3,4- [3,4-d] Methanimidates 7a-c (20 mmol) were dissolved in dioxane (20 mL), and 2-furancarboxylic acid hydrazide, 2-thiophenecarboxylic acid hydrazide or 4-pyridinecarboxylic acid hydrazide (22 mmol) was added. The mixture was refluxed for 6-14 h, cooled, the solvent removed under reduced pressure and the resulting precipitate was purified by recrystallization or column chromatography. [3,4- [3,4- [3,4- 
4-Imino-3-methylthio-1-[6-(p-tolyl)pyridazin-3-yl]-4,5-dihydropyrazolo
4-Imino-3-N-phenylamino-1-[6-(p-tolyl)pyridazin-3-yl]-4,5-dihydropyrazolo[3,4-d]-pyrimidine-5-amine (9b
5-amino-4-imino-1-[6-(p-tolyl)pyridazin-3-yl]-4,5-dihydropyrazolo
2-(2-Furyl)-9-methylthio-7-[6-(p-tolyl)pyridazin-3-yl]-pyrazolo
d]-1,2,4-triazolo[5,1-f]- pyrimidine (10a).
2-(2-Thienyl)-9-methylthio-7-[6-(p-tolyl)pyridazin-3-yl]-pyrazolo
2-(4-pyridyl)-9-methylthio-7-[6-(p-tolyl)pyridazin-3-yl]-pyrazolo
2-(2-Thienyl)-9-N-phenylamino-7-[6-(p-tolyl)pyridazin-3-yl]-pyrazolo[3,4-d]-1,2,4-triazolo-[5,1-f] pyrimidine (11b).
Yield: 83 %; pale brown solid, mp >320 o C (from dioxane); IR ν max cm 
2-(4-Pyridyl)-9-N-phenylamino-7-[6-(p-tolyl)pyridazin-3-yl]-pyrazolo[3,4-d]-1,2,4-triazolo-[5,1-f] pyrimidine (11c).
Yield: 61 %; yellow flakes, mp >320 o C (from dioxane); IR ν max cm 
2-(2-Furyl)-7-[6-(p-tolyl)pyridazin-3-yl]-pyrazolo[3,4-d]-1,2,4-triazolo[5,1-f]pyrimidine-9-carbonitrile (12a).
2-(2-Thienyl)-7-[6-(p-tolyl)pyridazin-3-yl]-pyrazolo[3,4-d]-1,2,4-triazolo[5,1-f]pyrimidine-9-carbonitrile (12b).
2-(4-Pyridyl)-7-[6-(p-tolyl)pyridazin-3-yl]-pyrazolo[3,4-d]-1,2,4-triazolo[5,1-f]pyrimidine-9-carbonitrile (12c).
Yield: 70 %; pale brown crystals, mp 320 o C (from EtOH); IR ν max cm 
General Procedure for the Preparation of 3-Substituted-1-[6-(p-tolyl)pyridazin-3-yl]-pyrazolo[3,4-d]pyrimidine-4(5H)-ones (13a-c).
Compound 3a-c (5 mmol) was added to formic acid (5 mL, 85%) and the mixture was refluxed for 6h. The solid that precipitated was collected and recrystallized. [3,4-d] 
3-Methylthio-1-[6-(p-tolyl)pyridazin-3-yl]-pyrazolo
3-N-Phenylamino-1-[6-(p-tolyl)pyridazin-3-yl]-pyrazolo[3,4-d]pyrimidine-4(5H)-one (13b).
Yield: 34 %; colorless needle-like crystals, mp>320 o C (from EtOH); IR ν max cm 
4(5H)-Oxo-1-[6-(p-tolyl)pyridazin-3-yl]-pyrazolo[3,4-d]pyrimidine-3-carbonitrile (13c).
Yield: 55 %; colorless needle-like crystals, mp>320 o C (from dioxane); IR ν max cm 
General procedure for the Preparation of 3-Substituted-1-[6-(p-tolyl)pyridazin-3-yl]-pyrazolo-[3,4-d]pyrimidine-4,6(5H,7H)-dithiones (14a-c).
To a solution of 3a-c (10 mmol) in DMF (20 mL), carbon disulfide (10 mL,15 mmol) and 10 mL sodium methoxide (prepared from 0.59g of sodium metal and 30 mL methanol) were added. The mixture was refluxed for 15h, and then poured into ice cold water. A solution of sodium hydroxide (10 mL, 1M) was added to it and left overnight. The solution was filtered and acidified with dilute acetic acid to give a yellow precipitate. It was collected, washed with dilute acetic acid, dried and recrystallized from ethanol. Methythio1-[6-(p-tolyl)pyridazin-3-yl]-pyrazolo[3,4-d]pyrimidine-4,6(5H,7H) -4,5,6,7-tetrahydropyrazolo [3,4-d] 
3-
3-N-Phenylamino-1-[6-(p-tolyl)pyridazin-3-yl]-pyrazolo[3,4-d]pyrimidine-4,6(5H,7H)-dithione (14b).
1-[6-(p-tolyl)pyridazin-3-yl]-4,6-Dithioxo
General Procedure for the Preparation of 4-Imino-5-phenyl-3-substituted-1-[6-(p-tolyl)pyridazin-3-yl]-4,5-dihydropyrazolo[3,4-d]-pyrimidine-6(7H)-thiones/ones (15-17).
A mixture of 3a-c (10 mmol) and phenylisocyanate or phenylisothiocyanate (10 mmol) in pyridine (20 mL) was refluxed for 5h. The reaction mixture was cooled and poured onto ice/water and neutralized with diluted HCl. The solid product so formed was collected by filtration and recrystallized from ethanol. Imino-5-phenyl-3-methylthio-1-[6-(p-tolyl)pyridazin-3-yl]-4,5-dihydropyrazolo[3,4-d [3,4- [3,4- [3,4- 
4-
4-Imino-5-phenyl-3-methylthio-1-[6-(p-tolyl)pyridazin-3-yl]-4,5-dihydropyrazolo-[3,4-d]-pyrimidine-6(7H)-thione (15b).
4-Imino-5-phenyl-3-N-phenylamino-1-[6-(p-tolyl)pyridazin-3-yl]-4,5-dihydropyrazolo
4-Imino-5-phenyl-1-[6-(p-tolyl)pyridazin-3-yl]-4,5-dihydro-6(7H)-oxo-pyrazolo
4-Imino-5-phenyl-3-carbonitrile-1-[6-(p-tolyl)pyridazin-3-yl]-4,5-dihydropyrazolo-[3,4-d]-pyrimidine-6(7H)-thione (17b).
Yield: 42 %; yellow solid, mp >320 Compound 3a-c (5 mmol) and urea (10 mmol) or thiourea (10 mmol) or guanidine carbonate (5 mmol) were mixed in a mortar, The mixture was then heated at 180 o C in an oil bath for 20 minutes, heating was continued 2h, at the melting point of the pyrazole derivatives using reduced pressure. The molten product was boiled 10 minutes with water, cooled and filtered. The product was finally recrystallized from a suitable solvent. [3,4-d] [3,4-d] [3,4-d] [3,4- [3,4-d] [3,4-d] 
4-Amino-3-methylthio-1-[6-(p-tolyl)pyridazin-3-yl]-pyrazolo
4-Amino-3-N-phenylamino-1-[6-(p-tolyl)pyridazin-3-yl]-pyrazolo[3,4-d]yrimidine-6(7H)-one
4-Amino-3-N-phenylamino-1-[6-(p-tolyl)pyridazin-3-yl]-pyrazolo
4,6-Diamino-3-N-phenylamino-1-[6-(p-tolyl)pyridazin-3-yl]-pyrazolo
4-Amino-3-carbonitrile-1-[6-(p-tolyl)pyridazin-3-yl]-pyrazolo
4-Amino-1-[6-(p-tolyl)pyridazin-3-yl]-pyrazolo[3,4-d]-6(7H)-thioxopyrimidine-3-carbonitrile
4,6-Diamino-3-carbonitrile-1-[6-(p-tolyl)pyridazin-3-yl]-pyrazolo
